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GENERAL COMMENTS
To investigate the relationship between morphology and left ventricular diastolic dysfunction in patients with hypertrophic cardiomyopathy (HCM), the authors have evaluated LV diastolic function in HCM patients (n=383) with various morphological patterns and normal subjects by using echocardiography. They found that LV diastolic dysfunction in HCM is equally present irrespective of different pattern of hypertrophy. They also demonstrated that LV diastolic dysfunction in HCM is significantly associated with LV outflow obstruction, age, degree of mitral regurgitation (MR) and intraventricular septal thickness (IVS). This is an interesting and well written paper. However, the authors should address issues described below; In this study authors measured mitral valve inflow velocity (E and A wave velocity) and peak myocardial early diastolic velocity at the lateral mitral annulus (lateral E' wave velocity) for evaluation of LV diastolic dysfunction. However, it is well known that E and A wave velocity, as well as E' velocity and thus E'/E ratio, are affected by ventricular loading condition such as preload, although TDI velocities are less influenced by loading conditions. In addition, both E and E' velocity are also increased in patients with moderate to severe mitral regurgitation, which may be associated with increased preload. Indeed, LV outflow obstruction in HCM is usually accompanied by some degree of mitral regurgitation. Therefore, all of the presence of mitral regurgitation (n=134), moderate to severe mitral regurgitation (n=24) and usage of diuretics (n=50) might modify mitral valve inflow velocity and peak myocardial early diastolic velocity. To exclude these possibilities, authors should also investigate diastolic function in HCM patients without LV outflow obstruction (>30mmHg), moderate to severe mitral regurgitation or diuretics usage for the purpose of this study.
REVIEWER

Hisham Dokainish
McMaster University, Canada REVIEW RETURNED 17-Mar-2014
GENERAL COMMENTS
1. The authors should identify how many HCM patients were in the database from 1999 to 2011, and how many were screened and excluded for each/every exclusion criterion to give readers an idea of the generalizability of the data. 11. The Limitations section can be expanded to cover some of the issues raised above.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1
The manuscript included good number of HCM patients and aimed to describe diastolic dysfunction in subgroups of HCM. There are many major points need response. Reviewer: 2
To reach final conclusions, authors must take another considerations(comments for authors described below) into account.
To investigate the relationship between morphology and left ventricular diastolic dysfunction in patients with hypertrophic cardiomyopathy (HCM), the authors have evaluated LV diastolic function in HCM patients (n=383) with various morphological patterns and normal subjects by using echocardiography. They found that LV diastolic dysfunction in HCM is equally present irrespective of different pattern of hypertrophy. They also demonstrated that LV diastolic dysfunction in HCM is significantly associated with LV outflow obstruction, age, degree of mitral regurgitation (MR) and intraventricular septal thickness (IVS). This is an interesting and well written paper. However, the authors should address issues described below; In this study authors measured mitral valve inflow velocity (E and A wave velocity) and peak myocardial early diastolic velocity at the lateral mitral annulus (lateral E' wave velocity) for evaluation of LV diastolic dysfunction. However, it is well known that E and A wave velocity, as well as E' velocity and thus E'/E ratio, are affected by ventricular loading condition such as preload, although TDI velocities are less influenced by loading conditions. In addition, both E and E' velocity are also increased in patients with moderate to severe mitral regurgitation, which may be associated with increased preload. Indeed, LV outflow obstruction in HCM is usually accompanied by some degree of mitral regurgitation. Therefore, all of the presence of mitral regurgitation (n=134), moderate to severe mitral regurgitation (n=24) and usage of diuretics (n=50) might modify mitral valve inflow velocity and peak myocardial early diastolic velocity. To exclude these possibilities, authors should also investigate diastolic function in HCM patients without LV outflow obstruction (>30mmHg), moderate to severe mitral regurgitation or diuretics usage for the purpose of this study. 
Why was only lateral e' measured? ANSWER: IN OUR LAB WE RELY ON LATERAL E' FOR EVALUATION OF TDI IN HCM. ALTHOUGH THIS HAS NOT BEEN DEMONSTRATED IN A STUDY COMPARING CATH AND ECHO WE BELIEVE THAT THE PRESENCE OF HYPERTROPHY THAT USUALLY INVOLVES THE SEPTUM (IN REVERSE, SIGMOID AND SYMMETRIC WHERE BOTH THE POSTERIOR WALL AND THE SEPTUM ARE THICKENED)COULD AFFECT
GENERAL COMMENTS
The study included good number of pts with HCM. The aim was to describe diastolic dysfunction in different HCM subtypes. 1. As a tertiary center, most of the included patients are regularly followed. The echo parameters need to be correlated with the duration of medical ttt. for example these parameters may show difference between HCM pt recently diagnosed and not on maximum ttt and other pt with long standing ttt. 2. Serial echo parameters will be of great benefit for comparison especially in pts with restrictive pattern and moderate to severe MR. 3. RV dysfunction (systolic and diastolic) in HCM patient may not be related to LV. dysfunction So, a comparison between HCM and control group will be an addition.
REVIEWER
Tetsu Yamakado, MD Department of Cardiology Okanami General Hospital
REVIEW RETURNED
19-Apr-2014
GENERAL COMMENTS
Some weeks ago, I reviewed the first edition of this paper. I wrote my comment descrbed below. But authors seem not to respond comments in the revised paper.
"To investigate the relationship between morphology and left ventricular diastolic dysfunction in patients with hypertrophic cardiomyopathy (HCM), the authors have evaluated LV diastolic function in HCM patients (n=383) with various morphological patterns and normal subjects by using echocardiography. They found that LV diastolic dysfunction in HCM is equally present different pattern of hypertrophy. They also demonstrated that LV diastolic dysfunction in HCM is significantly associated with LV outflow obstruction, age, degree of mitral regurgitation (MR) and intraventricular septal thickness (IVS). This is an interesting and well written paper. However, the authors should address issues described below; In this study authors measured mitral valve inflow velocity (E and A wave velocity) and peak myocardial early diastolic velocity at the lateral mitral annulus (lateral E' wave velocity) for evaluation of LV diastolic dysfunction. However, it is well known that E and A wave velocity, as well as E' velocity and thus E'/E ratio, are affected by ventricular loading condition such as preload, although TDI velocities are less influenced by loading conditions. In addition, both E and E' velocity are also increased in patients with moderate to severe mitral regurgitation, which may be associated with increased preload. Indeed, LV outflow obstruction in HCM is usually accompanied by some degree of mitral regurgitation. Therefore, all of the presence of mitral regurgitation (n=134), moderate to severe mitral regurgitation (n=24) and usage of diuretics (n=50) might modify mitral valve inflow velocity and peak myocardial early diastolic velocity. To exclude these possibilities, authors should also investigate diastolic function in HCM patients without LV outflow obstruction (>30mmHg), moderate to severe mitral regurgitation or diuretics usage for the purpose of this study."
REVIEWER
Hisham Dokainish
McMaster University REVIEW RETURNED 03-Apr-2014 -The reviewer completed the checklist but made no further comments. "To investigate the relationship between morphology and left ventricular diastolic dysfunction in patients with hypertrophic cardiomyopathy (HCM), the authors have evaluated LV diastolic function in HCM patients (n=383) with various morphological patterns and normal subjects by using echocardiography. They found that LV diastolic dysfunction in HCM is equally present different pattern of hypertrophy. They also demonstrated that LV diastolic dysfunction in HCM is significantly associated with LV outflow obstruction, age, degree of mitral regurgitation (MR) and intraventricular septal thickness (IVS). This is an interesting and well written paper. However, the authors should address issues described below; In this study authors measured mitral valve inflow velocity (E and A wave velocity) and peak myocardial early diastolic velocity at the lateral mitral annulus (lateral E' wave velocity) for evaluation of LV diastolic dysfunction. However, it is well known that E and A wave velocity, as well as E' velocity and thus E'/E ratio, are affected by ventricular loading condition such as preload, although TDI velocities are less influenced by loading conditions. In addition, both E and E' velocity are also increased in patients with moderate to severe mitral regurgitation, which may be associated with increased preload. Indeed, LV outflow obstruction in HCM is usually accompanied by some degree of mitral regurgitation. Therefore, all of the presence of mitral regurgitation (n=134), moderate to severe mitral regurgitation (n=24) and usage of diuretics (n=50) might modify mitral valve inflow velocity and peak myocardial early diastolic velocity. 3. RV dysfunction (systolic and diastolic) in HCM patient may not be related to LV. dysfunction So, a comparison between HCM and control group will be an addition.
VERSION 2 -AUTHOR RESPONSE
WE COMPARED HCM AND CONTROLS FOR RV DYSFUNCTION (TABLE 2) . WE DISCUSSED EXTENSIVELY THE TOPIC IN OUR RECENT PAPER PUBLISHED ON AJC.
